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DETAILED ACTION 

This office action is responsive to communication filed 10/1/2007. The status of 
the claims is as follows: claims 1-21 and 25-28 are under current examination. Claim 22 
is withdrawn as drawn to a non-elected invention. 

The following rejections have been withdrawn due to amendments of the claims 
or accepted affidavits: 

1. 35 USC 112, 1st paragraph; 

2. 35 USC 102 (e) (Jiang et al); 
3,35 USC 102 (e) (Mond et al); and 
4. 35 USC 102 (e) (Klinman et al). 

Claim Objections 

Claim 22 is objected to because of the following informalities: "retroviral" is 
repeated twice. Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 7-17 and 26 are rejected under 35 U.S.C. 112, second paragraph, as 

being indefinite for failing to particularly point out and distinctly claim the subject 

matter which applicant regards as the invention. Claim 7 recites Formula III and 

then provides SEQ ID NOs: 22-98. It is not clear whether these SEQ ID NOs are to be 
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read as merely examples of this formula or read as a general motif that is found in these 
SEQ ID NOs. Claims 8-17 and 26 depend on rejected claim 7. Appropriate correction is 
required. 



The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-21 and 25-28 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention. Enablement is considered in view of the Wands factors. 

Nature of the invention. The claims are drawn to a method of increasing an 
immune response to an opportunistic infection in an immunocompromised subject via 
administration of an immunostimulatory D oligodeoxynucleotide. 

State of the prior art. The prior art discloses that administration of CpG motifs in 
the plasmids of a DNA vaccine can stimulate normal human PBMC to produce IFN- 
gamma and IL-6 (Calarota et al, 1999). Further, CpG DNA has been shown to promote 
protection and resistance to leishmaniasis and Listeria (Krieg et al, 1998 and Walker et 
al, 1999). 
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Post filing art by the inventor makes the following recitation with respect to HIV- 
infected patients; this is noted for reasons of record. "However, HIV infection does not 
reduce the activity of the innate immune system until late in the disease process. So, 
PBMCs from retrovirus-infected primates (humans and mondkeys) continue to respond 
to CpG ODN stimulation" (see page 3, Klinman, 2004). Thus, there appears to be an 
intact immune system that is being stimulated by ODN's in the invention. 

Breadth of the claims. Nearly all of the claims are extremely broad with respect to 
the immunocompromised states, the opportunistic infections and D-oligonucleotide 
sequences. These claims are drawn to any and all possible immunocompromised states 
and the opportunistic infections. Additionally, the claims are drawn to CpG-containing 
sequences which are highly variable. See claim 7 in which X and W are any nucleotide. 
Further, according to this formula M and N can be any integer from 0-10 or from 4 to 10. 

Working examples. Working examples include SIV-infected monkeys with L. 
major treated with CpG ODN and mice with CGD disease with Listeria treated with CpG 
ODN. In vitro studies involved treating PBMC isolated from HIV-infected subjects with 
CpG ODN. No specific ODN's are provided in any of the working examples. 

Please note that the following recitation is made on page 38: "Indeed, no single D 
or K CpG motif is optimally stimulatory in all donors. However, mixtures of ODNs were 
identified that strongly stimulated PBMC from all human donors. These D or K ODN 
mixtures were used in the in vivo studies in macaques." Verthelyi et al is cited but the 
mixture of ODN's used is not clear. The working examples do not provide which cocktail 
of ODNs were used for the macaques and which ODNs were used for the mice. 
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Predictability of the art. There is no way the ordinary artisan could predict a 
successful cocktail of ODNs that would achieve an increase in an immune of system to 
any and all opportunistic infections of any and all immunocompromised subjects. The 
specification provides a long list of opportunistic infections that a subject may be 
susceptible to, including genital herpes, cervical cancer and hepatitis (see pages 2 and 
18, claims 15 and 17). Please note that L. major and Listeria are a protozoan and a 
bacterium; thus, they are not related. Additionally, immunocompromised subjects may 
include AIDS, diabetics, sickle cell anemia and many other diseased states, (see page 
14). 

Amount of experimentation necessary. Much experimentation is necessary to 
practice the full scope of the claimed method. Additional experimentation would include 
ascertaining which ODNs or mixtures thereof would be optimal for the numerous 
immunocompromised states in combination with the differential opportunistic infections. 
No guidance is given in the specification with respect as to which ODN's to use. It is not 
obvious from the specification that for example, a subject with cervical cancer would 
successfully exhibit an increase of an immune response to neoplasms or prions in 
response to any and all immunostimulatory D oligodeoxynucleotides or combinations 
thereof. 

Conclusions 

NO claim is allowed. 

For the reasons above, it would require undue experimentation for one of 
ordinary skill in the art to practice the full scope of the claimed invention. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michelle Horning whose telephone number is 571-272- 
9036. The examiner can normally be reached on Monday-Friday 8:00-5:00 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Bruce Campell can be reached on 571-272-0974. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 





Michelle Horning 
Patent Examiner 




